Depression is more common in many medical conditions than among the general population and is associated with an increased risk of mortality. We aimed to determine whether somatic symptoms of depression were more predictive of mortality than affective and cognitive symptoms in hemodialysis patients. We conducted a prospective cohort study in which the survival outcomes of 151 subjects were followed for more than 3 years. Depression was assessed with the Taiwanese Depression Questionnaire (TDQ). Subjects with TDQ scores 19-54 (correlated with clinically significant depressive symptoms) and those with scores 15-18 had higher 3-year mortality rates than the two groups with lower scores (40.0%, 46.7%, 16.0% and 19.6%, p = 0.021, ANOVA). Affective and cognitive symptoms, including sadness, tenseness, indecisiveness and low self-confidence, and one somatic item (bodily discomfort) were associated with mortality. Affective and cognitive symptoms affected quality of life more than somatic symptoms. The somatic subscale was associated with female gender, low income and education, dialysis vintage, and low serum creatinine and albumin levels, whereas the affective and cognitive subscale was associated with less education and a low serum albumin level. In conclusion, affective and cognitive symptoms of depression may better predict long-term mortality in patients undergoing chronic hemodialysis than somatic symptoms.
For hemodialysis patients, Kimmel et al. demonstrated an association between mortality and the Cognitive Depression Index (CDI), which is a 15-question subscale of the 21-question Beck Depression Inventory (BDI) that excludes items related to somatic symptoms 25 . In another smaller series that included patients undergoing hemodialysis and peritoneal dialysis, Peterson et al. showed an association between higher CDI scores and lower survival rates 26 . Kellerman et al. also demonstrated this association in patients with chronic kidney disease before entering dialysis 27 . To the best of our knowledge, there is no literature examining the association between somatic symptoms of depression and mortality in patients on chronic hemodialysis. In addition, if such an association exists, whether somatic symptoms are a better predictor of mortality than the affective and cognitive symptoms remains to be determined.
To answer these two questions, we conducted a prospective cohort study to determine how depressive symptoms affected 3-year mortality and quality of life, as the primary and secondary outcomes, respectively. We used the Taiwan Depression Questionnaire to measure the degree of various somatic, affective and cognitive symptoms. The questionnaire is similar to the commonly used Beck Depression Inventory, but has been adapted to be culturally relevant 28 . The classification between somatic and affective/cognitive items is largely based on the Cognitive Depression Index, a 15-item subscale that is included within the 21-item Beck Depression Inventory 25 . We also investigated the associations between the depressive symptoms and various demographic and biochemical parameters.
Results
Depressive symptoms are associated with higher mortality rates, lower quality of life, and low serum creatinine and serum albumin levels in patients on dialysis. In the current cohort, 43% of the subjects had scores higher than 19, regarded as having depression 28 . These subjects had higher 3-year mortality rates than the patients with normal scores (40.0% versus 23.3%, Table 1 ). Remarkably, a higher mortality rate was found in subjects with the Taiwanese Depression Questionnaire (TDQ) scores higher than 15 ( Table 2) . Patients with higher TDQ scores also reported a significantly poorer quality of life (Tables 1 and 2 ). The subjects with the highest TDQ scores (>19) had lower serum creatinine and albumin levels than those with normal TDQ scores (0-8) ( Table 2 ).
Affective and cognitive symptoms of depression are better predictors of long-term mortality than somatic symptoms in patients on chronic hemodialysis. Only question 17 in the somatic subscale (bodily discomfort) showed a significant odds ratio for mortality. Conversely, many questions in the affective and cognitive subscale (i.e., 2, 7, 12, 13 and 14) were associated with mortality. Those questions with significant hazard ratios of mortality were the same ones with significant odds ratios (Table 3) . Kaplan-Meier survival analysis identified questions 17 (somatic), 2, 7, 12, 13 15 and 18 (affective/cognitive) as associated with mortality ( Table 3 and Fig. 1 ). The top four questions with the highest information values in prediction to mortality were questions 13, 7, 12 and 2 (Fig. 2) . These questions were also the affective and cognitive questions that showed statistical significance in all three of the aforementioned analyses (Table 3 ).
Affective and cognitive symptoms of depression are more closely associated with lower quality of life than somatic symptoms of depression. When ranked according to the Spearman's rank order correlation coefficient (rho), affective/cognitive symptoms were more significantly correlated with lower quality of life, as compared to somatic symptoms (p < 0.05, Mann-Whitney U test; Table 4 ). In other words, the questions with higher correlation coefficients were primarily regarding affective/cognitive symptoms.
Affective and cognitive symptoms of depression are associated with distinct demographic and biochemical characteristics as compared to somatic symptoms of depression. When comparing somatic and affective/cognitive subscale scores based on different demographic characteristics (Table 5) , women appeared to have higher somatic scores (p = 0.011) and affective/cognitive scores (p = 0.051) than men. Less education was also associated with higher somatic and affective/cognitive scores. A lower income appeared to be a risk factor for a high somatic subscale score (p = 0.019) but not for the affective/cognitive subscale score (p = 0.179). When correlating subscale scores and the biochemical parameters (Table 6 ), we found that the somatic subscale score was significantly correlated with low creatinine, albumin and blood urea nitrogen (BUN) levels, as well as with age and the dialysis vintage. The affective/cognitive subscale score was significantly correlated with low creatinine, albumin, BUN and phosphate levels but not with age (p = 0.248) or the dialysis vintage (p = 0.097). According to multiple linear regression to identify the important independent association factors (Table 7) , somatic symptoms were associated with low serum creatinine and albumin levels and the dialysis vintage, whereas affective/cognitive symptoms were associated with a low albumin level.
Discussion
There are 4 major findings in this article. First, in dialysis patients, depressive symptoms are associated with mortality, even in patients who have elevated, but subthreshold scores on the TDQ.
Second, affective and cognitive symptoms, including sad mood (Q2), tenseness (Q7), indecisiveness (Q12), and low self-confidence (Q13), rather than somatic symptoms, predicted long-term mortality rates. Third, affective and cognitive symptoms were more correlated with quality of life than somatic symptoms. Fourth, distinct demographic and biochemical characteristics are associated with affective and cognitive symptoms of depression as compared to somatic symptoms of depression. The association factors for the affective and cognitive symptoms included lower education and serum albumin levels, while the somatic symptoms were associated with female gender, lower education level, lower income, low serum creatinine and albumin levels and dialysis vintage.
The finding that subthreshold depressive symptoms are also associated with higher mortality rate is important and has not previously reported, to our knowledge. All previous studies that have demonstrated the link between depression and mortality have examined the outcomes between depressed and non-depressed subjects. In contrast, we divided our subjects into 4 groups based on their depression scores: normal (0-8), low abnormal (9-14), high abnormal (15) (16) (17) (18) , and depressive . Individuals with high abnormal scores showed a mortality rate that was as high as the rate for those regarded as depressive. This finding implies the importance of early intervention in those with high abnormal scores.
Only two previous studies have demonstrated an association between the cognitive symptoms in depression and mortality in hemodialysis patients. Kimmel et al. 25 found that the relative risk of death in chronic hemodialysis patients was 1.32 (95% confidence interval 1.13 to 1.55) based on the Beck Depression Inventory scores and 1.23 (95% confidence interval 1.05 to 1.43) based on the Cognitive Depression Index. Another study by Peterson et al. 26 found that the CDI scores at one-year follow-up were already different between the surviving and non-surviving patients on hemodialysis or peritoneal dialysis, although their BDI scores did not differ. These two studies highlight the importance of cognitive symptoms in association with mortality in dialysis patients; however, their results should not be interpreted as indicating that the somatic symptoms are less significant.
The reason why the somatic indicators fail to predict mortality in hemodialysis patients is unknown. One possibility is that hemodialysis treats uremia-related somatic symptoms, such as fatigue, poor appetite and concentration difficulty, and might therefore minimize the impact of somatic symptoms in patients on hemodialysis. Our analysis of the association factors supports this notion. The somatic subscale score is not correlated with two surrogate uremic markers, blood urea nitrogen and creatinine. Consequently, the somatic symptoms may become indistinguishable between the survivors and non-survivors. In contrast, in patients with myocardial infarction or chronic heart failure 24, 29 , somatic/affective symptoms rather than cognitive/affective symptoms are associated with mortality and cardiovascular outcomes. Somatic symptoms such as fatigue and appetite may directly reflect the physical condition as well as the disease severity of these patients, and therefore, the somatic symptoms are associated with mortality.
Another hypothesis is that perception of illness may be correlated with mortality, a dimension which is potentially captured through affective/cognitive symptoms rather than somatic symptoms. In other words, patients with more severe disease may also have more prominent cognitive symptoms, and therefore, cognitive symptoms are presumably more associated with mortality. Sacks 30 reported that the correlation coefficient between the Cognitive Depression Index and the perception of illness score was 0.49 (p < 0.001) in dialysis patients, whereas the correlation coefficient was 0.67 (p < 0.001) between the BDI and the perception of illness score. However, no data were presented regarding the association between the somatic symptoms and the perception of illness.
Another possible argument is that self-report scales have lower specificity for detecting only patients with clear depressive disorders, and therefore, the study sample might overestimate the prevalence of depressive symptoms by including patients with only somatic symptoms related to their hemodialysis. That is, the somatic symptoms of depression may be found in so many patients and with such a high degree of severity that these symptoms cannot differentiate between survivors and non-survivors. However, our analysis of the frequency distribution of the responses to each question counters this argument (Fig. 3) . In fact, for most questions, far more participants did not report symptoms than reported having symptoms. The frequency distribution patterns for each question were also not significantly related to the associations of the questions with mortality. We used 4 different analytic tools to identify the questions that might predict mortality ( Table 3 , Figs 1 and 2) . The tools differ mathematically; therefore, the questions that pass all tests should have high predictive power. Interestingly, the logistic regression analyses and Cox regression models identified exactly the same 5 affective and cognitive questions that were associated with mortality. The Kaplan-Meier analysis illustrated the survival difference from the responses to each question, and the questions that displayed statistical significance were very similar to those found by the aforementioned 2 methods. There were 4 affective and cognitive questions showing statistical significance in all three methods, and they were the same ones that topped the information value plot. Therefore, we are confident in reporting the importance of four key affective and cognitive symptoms, which are sad mood (Q2), tenseness (Q7), indecisiveness (Q12), and low self-confidence (Q13), to predict mortality. Our results are the first to demonstrate that quality of life is more correlated with affective and cognitive symptoms than with somatic symptoms. The top three items that showed high correlation coefficients were loss of self-confidence, sadness, and worthlessness, all of which were negative thoughts in terms of depression symptomatology. Somatic symptoms displayed lower correlations. This result emphasizes how easily quality of life can be influenced by a melancholic mood. Another interesting point was that the question regarding body pain was the only somatic symptom that was associated with mortality, and was also the most influential question relating somatic symptoms to quality of life.
Despite the challenges in correctly diagnosing depression in end-stage renal disease patients due to overlapping symptomatology, our findings appear to support the existence of depression as a distinct and clinically significant entity in this population. The finding that the somatic scores are associated with many extrinsic factors implies that the somatic symptoms of depression may be secondary in hemodialysis patients. However, the data showing lack of associations of the affective and cognitive scores with various factors are compatible with the fact that depression is currently regarded as more of a neurobiological disease rather than an illness only caused by psychological or environmental stresses 31 . Therefore, depression in hemodialysis patients should not be overshadowed by their somatic complaints.
This study has several limitations. First, the symptoms of depression were defined using a self-reported questionnaire instead of diagnosis by a psychiatrist. We tried to minimize individual differences in interpreting the questions by acquiring the answers through interviews performed by registered nurses, instead of simply giving the questionnaire to our subjects. The second concern is the low sample number. Although a larger sample size might have demonstrated significant associations with somatic symptoms of depression, this association would be likely less significant than that of affective and cognitive symptoms with mortality. Nevertheless, a larger sample size might allow more in-depth subgroup analyses. For example, we need to recruit more subjects to determine whether the somatic symptoms are associated with mortality in individuals with a shorter dialysis vintage. Third, the Likert scale, which ranges from 0 to 3, is based on the frequency of a certain symptom over the past week, and therefore, the severity is not measured by degree. A symptom that is severe but manifests only once a week is by definition scored only one point, which makes these symptoms less useful in predicting the outcomes. Fourth, the study did not adjust for anxiety. It is known that anxiety is associated with an increased mortality rate in patients undergoing hemodialysis 32 . DSM-5 (the Diagnostic and Statistical Manual of Mental Disorders, 5th Edition) criteria for generalized anxiety disorder include "increased muscle aches or soreness, " which are overlapped with the physical complaints represented by questions 6 (chest tightness) and 17 (headache, dizziness, palpitation and abdominal distress) in the somatic subscale of the TDQ. The association we found in this study between question 17 and mortality might actually reflect the association between anxiety and mortality.
In conclusion, we found that affective and cognitive symptoms rather than somatic symptoms of depression were associated with long-term mortality and quality of life in patients undergoing chronic hemodialysis. As such, systematic assessment of affective and cognitive symptoms of depression should be undertaken in patients on chronic hemodialysis. Patients with depressive symptoms, as well as those with elevated subthreshold symptoms, should be referred for timely and appropriate intervention.
Methods
In this prospective cohort study, we followed the patients for more than three years to assess mortality. The ethics committee of the Institutional Research Board at the National Taiwan University Hospital Hsin-Chu Branch approved the proposal before the study. All methods were carried out in accordance with relevant guidelines and regulations. Informed consent was obtained from all participants. They were recruited from a hemodialysis facility at a secondary hospital from September 2012 to September 2013. This 819-bed hospital is government-run and located in an urban area of northern Taiwan. The inclusion criteria were (1) having undergoing at least 6 months of hemodialysis treatment, (2) being older than or equal to 20 years of age, and (3) being oriented to person and place and capable of answering the questionnaires. We excluded patients with advanced cancer (stage 4) and those with a tracheostomy. A total of 193 patients were eligible, from whom a random sample of 160 patients was chosen. Several patients declined to participate in the study due to privacy concerns. Once the informed consent was obtained, the interview was initiating by asking the patients to report their name, date of birth, age, gender, residential area (county, city and district) and 10-digit identification number, information that was corroborated with the chart by the interviewer. If these basic orientation questions were answered incorrectly, they were excluded from the study. Overall, 151 subjects signed the informed consent forms and completed the interview. We used the Taiwanese Depression Questionnaire to assess depression by asking subjects the frequency with which they had experienced 18 conditions within the past week. The frequency scale is as follows: 0 (never or seldom; fewer than one day per week), 1 (sometimes; 1-2 days per week), 2 (often; 3-4 days per week) and 3 (very often or always; 5-7 days per week). A total score equal to or higher than 19 had been validated to indicate depression, with 89% sensitivity and 92% specificity 28 . This questionnaire adopted a few culturally relevant questions, such as chest tightness (question 6) and bodily discomfort such as headache, dizziness, palpitation, or abdominal distress (question 17) 33 , as depressed Taiwanese patients had been shown to demonstrate predominant somatic manifestations of illness. The TDQ and the BDI were compared for the validity in evaluating depression in patients with chronic pain 34 . Items from both questionnaires are listed for comparison in Table S1 (the English version of the questions were given by the original authors of the TDQ 34 ). Questions regarding "past failure, " "guilty feelings, " "punishment feelings, " and "loss of interest in sex" in the BDI were replaced. Question 10, poor memory or forgetfulness, was classified as a somatic item according to Freudenreich et al. 19 , although it was regarded as a cognitive item in other literatures 35 . Question 7, "I felt uneasy, uncomfortable, " was classified as a affective/cognitive item as it asked for being "not in peaceful mind, " or having "psychological stress" in Chinese language.
Quality of life was assessed by the World Health Organization Quality of Life assessment questionnaire-brief version (WHOQOL-BREF). This questionnaire is composed of 28 questions that cover four major functions, or domains: physical health, psychological health, social relationships and environment. A higher score indicates a better quality of life. Three registered nurses interviewed the subjects face-to-face to complete the questionnaires. Patient demographic, biochemistry and hemodialysis-related data were also collected.
We used SPSS 20 (IBM, Armonk, New York, United States) to perform the statistical analyses except for the calculation of importance values. The statistician did not participate in data collection, and had no knowledge about which individuals were dead or alive in the final de-identified version of the data. Categorical data were tested using Chi-square test; or Fisher's Exact test if the cell number was less than five. Proportions between two groups were compared with z-tests. Analysis of variance (ANOVA) was used to compare biochemical data among three or more groups, and the Scheffe method was used for the post hoc analysis. We calculated the odds ratio of mortality according to the answers to each question in the Taiwanese Depression Questionnaire using logistic regression analysis with or without adjustments for age and albumin, which are two major determinants of mortality. The hazard ratios of mortality according to the answers to each question in the TDQ were obtained by Cox proportional regression modeling with adjustments for age and albumin. Log-rang test using Kaplan-Meier survival analysis was used to examine whether those who answered differently (4 different answers to each question) The order of the questions is based on the information values with the highest on the left. A stands for affective/ cognitive items; S for somatic items. The answers are listed as the number of days that the symptoms are present in the past week.
also have different survival rates. Weights of evidence (WOEs) were calculated using the formula WOE = natural logarithm (% of survival/% of death). The information value was the sum of (% of survival/% of death) times WOE. The Mann-Whitney U test was used to compare the order between the affective/cognitive symptoms and the somatic symptoms listed in order by the Spearman rho values. Multiple regression analysis was used to identify independent association factors. Spearman's rank order correlation coefficient, named rho, was calculated to test the correlation between the answers of each TDQ item and the quality of life score. p value less than 0.05 was considered statistically significant.
